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im&m i ] mG luRiM^^ffl z^tzit&ys ttz mmmmmm 

*i/)V-N, 3-^^^f7^D[3, 2-a]K>!/>f ^^y-^-2-*;i/ 
tf3r^ K. 2 i&^igT&S ft 2 i2«0DE^ 

[0 0 0 1] 

stents. 

[0 0 0 2] 

ftifiL lC<J:-5 tt£ffll&?E&, Jfe$fc©*4> IC J: £ x * JV*c - <Z>#f^ iZ J: S £: & 
v\-g> r t e> ^ ^ o T v\ § „ 

lCjJIHflB&$0]/*S >^2g^#_t#L (Stroke, 21, 1727-1733, 1990) , Z.<D>f 

iffy* ^ yrngmmztt. z.a>mizttmmti&m<D-v-7*>( (Neur 

1 ffiSE#¥ 11-3019511 



Sfisp. 10-05024 



opharmacology 34, 1-26, 1995) „ 

, mGluR5), GroupII(mGluR2, mGluR3), S.t>*GroupI II (mGluR4, mGluR6, mGluR7) 
[0 0 0 3] 

±IB40l/# ^ ym^W<0 O NMDA^#^AMPA^#©tei3l^tt#i!£iNafl£ 
£E£}We£, (Ann. Neurol. 24, 543-551, 1988; J. Pharmacol. Exp. Thr. 

276, 84-92, 1996) mmmmm^mcDmnmum^M-t %> mm&mafiff t> 

^{C^LTVNSmGluRlfc J:yfmGluR5li. Z'Jl* ^ >^tCj: (JM^^S/^i 
£_h#$-&<5:i £lfr£> (Nature 383 , 89-92, 1996) % z:tie>©^^<*:{C«k€>l# 

^lfil^OmGluRlMm#JK©WSM#a#M fC^> V>T tt, Cozzi P> ^fbt 
V>£ (Society for Neuroscience Abstracts vol 23, 788.2, 1997) „ <o l±, 
«!>*X^(D5^^M{l!l^®M^ : Ev ^ ;l/$:fliV^, AIDA ((RS)-l-aminoindan-l,5 
-dicaroxylic acid) &MCAlM^T*©*#MjB&<DBB& 

HI C^E-x^WCfeVvT. Henri ch-Noack^li, Group I antagonis 
t / Group II agonist7?&£4C3HPG ( (S)-4-carboxy-3-hydroxyphenyl glycine) 

Group I antagonistT*&£4CPG ( (S)-4-carboxyphenylglycine 
) l£M$b~€$>2> 3. £ L/T (Society for Neuroscience Abstracts vol 

23, 756.8, 1997) ^J&^©mGluRlMfil#JM©^m^ffi^M £ 

[0 0 0 4] 

owly progressive neuronal death^#^|'f4$:^^--5 Z. t. tfftl fbtlT Va£> (Brain 
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Hypoxia 10 pl09 (1996)), „ 

#^©ttSii^il(ilt4 B WV?Ei&Mmi£W&MM3i£*5\gmz.-f (Brain Re 
s. 239, 57-69 (1982)) . 

#M$5JB£?6£3l^®;i L (J. Cereb. Blood Flow Metab. 1, 53-60 (1981)) , 
|£o T, mGluRl^^K^g^©^^^ 3 £ 

[0 0 0 5] 

[0 0 0 6] 
[RS £ J£& "T £ £ #> GD#Jg] 

*»W#e>tt±8a©MS:jt^'r'<<tfiiftW^S:fTofefci5, "GluRl^% 
h©JKfi«©«JBJcft*jiav>tfi^:JK»iR (MCA) ifr&mm^? 1 Mzft h 

[0 0 0 7] 

[$BI8©2£fife©7gJK] 

*«WtCr3V^THfCSW! , rSi:, #c©ii y 

1 uRlM^^M & ^ f S f fc^ftfr e> S KSSftftST 35 * L < 
W"GluRlJg^fflS:Wr*ffc-&^6 - 75 J -N - n/\=2|f S//1/-N, 3 - 
^W7 4 /0[3, 2 - a] ^ #*V*-;i/- 2 -#;i/3}<^-9-^ K. 2& 
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(4) -A 1 -O-A 2 -R 9 , 
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\>^^\^uM^m^Vx^x^^^ 0 

R 1 0 : Xtt<sar;i/^;i/» 0 

3f;w <sar;i/^;i/-o-i£^r;i/^r;K y -{£^7;i/=*;k xit i^sm 

R 3 , R 4 &tfR 5 : ^-xTOot, *3Si, ao, <£Mt;i^;k /\ 
n-(£^T;i/^;K t: Fndp^-®i7;^;K tKn^p^ ®l7;^;b-o 

^7V, -COOR 14 , TisJl. 7i/;i/-0-, ^hn, Xtt-A 4 -N 

(r 1 2 ) - (r 1 3 ) m B 

R 12 &tfR 13 : m-X&Mkte^X. Tfcffi. XIZ. Ti/fr. TV-Jl, M 

kd=¥^;k -coor 1 4 , iz^Tummxmmznx^x^z^i&m 
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A 4 XliM7;i/^U>S„ ) 

[0 0 0 9] 

% x^i/g^c 1 _ 6 T;i/^;i/-e$>»;. <s^r;i/^r uyti*. x^ 

S&gSr^bT^TIjJ:^ r^b^Sj fctt, (1) m^T^fr CLfBi: 
H?r*ai©;tUc£^-f) (2) <£^r;i/^n;i/ : if-;K ^n^— ;i/^©C 2 _ 6 T 
(3) 7'J : 7x^;K 7^-/1/, lf7x-;i/f ©±f tbT6~ 
1 4 M©7J#i£M:*3ligi* (4) ^>if ^^^LT^T^^jg^T^ 
T & <fc V^^D^Ijf L/ < li^^MfDOC 3 _ i o 8h3|^3£o HiC#b<li, 1) C 3 _ 
8 S/£ D7^ : L < \%W n^>^;K D^\^r^;i/^„ 2) c 3 _ 
8 */*nT/l>4r— 71/ : L<te>>? □^^•fe-;i/^ 0 3) 'O-fef >^th*«r£- 

'Oyy-tffcT-^. 4) /<>-fe*>^i:Si^Lfcc 3 _ 8 i/^nm-;i/ : # 
£ U<&yt: Knt7f;K ^ h^t: Kn'Oyyif tfn;i/^ 0 5) 

?n^t <»^^?n©c 5 _ 1 0 mmm ■ n& l u [2. 2. 1] ^ 

t?>>?n [3. 2. 1] ^-^5 L ;i/, br>>*n r3. 3. 1] J ¥i/ 
[3. 2. 1] 7**v>^;i/^ 0 

(i) ^ut> mnikxfmmm*fr*>-&2>'\9-um**: 1 ~4Mn4~7f? 
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4«3&'r*4'-7fiTftt^U<tt5f;«ifD©#ai/\5 t n«|£ 0 »*L<t±, 'O 

U;K [2. 2. l]^\^;i/, l-TifXt^n [4. 5]^ 

[4. 5] ?*/Jl, % 1, 4 -^^-^r-y-XtfD [4. 5] 

^ ti 6 tt 1 J^_h<Dgg|« *m bT V^T % £ V\, 
[0 0 10] 

7U-;i/i:lt iiB^t^^T^^Sfrfc^fcy-e&y, 7 is ;b Hit, (S 
MT;i/3p;i/-co-, xtt, 7U-;i/-co-^ti{(cU #£b<wu ®i7;i/ 

fimS tt, SSI £ *i £ » © e3 S ti * it S S: 3ft i* f « 

3?£L<&An, ad«7;^;i/, tKo^j/, tKn^i/fi 

»r^/^r^, <&Rr/i/3p;i/-o-, ^-^y, r^-o-, cooh. 

fii7;^-o-co-, <S^t;i/^;i/-o-{£^t;i/^t;k no 2 , j 
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, X 1 IZJ\U §:^-r„ ) 

i*Mt«:Sf7l/n[3, 2-a]K>*/>f (la) Wo£ 1 . 5$ 

v>T2-^;i/*^h/<>y>f$^y-^ (2) i:a-/An>rh> (5) 
^-tfSZlhfCi: »; (3 a) £U iftfc»;N5>f K, L < ttSfr&BHlS 

#4^ (6) fctrus?;/, mmi-hV ^a^©^*#^et. Mi-£3£ic<fc*;$g 

5tT#S„ (3 a) fefcfy*?>, hUx^;i/T^>^©m*#^ET, 

jUflfi©a^5>f k (7) , (6) {cj:»jn-7S/ 

Mt-tzzmzj: y (4) £u rtisfitfet, t?u ^>^<z>i«#&t> 
7-fe h- h y^«©^fl5tt«jKtfi*einfi < rsii:K:J:oT : fc3S3ST?S*. 

^KLss-rsKcffc^fc Ob) &8m&®&ifttfi. s>svxa:»ii*ssEifi, mm 

[0014] 

flM£j§ © % o &m \f £ ti £ . 

9 ffiSE#¥ 11-3019511 
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Dtlf^$tl5^, mn&Al A%t~ y, lHlCo£l~l, OOOmg, 
#i;L<te 50-20 Omg©«gHT' 10 1 [llfr £!&ISU:#ttiS£nS-£$*l£^ 
X&J&AlA^fcU, 10i:t3^1~5OOmg0tHt', 1 B 1 EI^^IJCIhIIC 
ftVBMlHn^t'tiZ-fr, XI*, 1 H 1 8113-2 4 B3^(0l6ErcMErt&gE&^ 

[0 0 15] 

«sooj:-2>3ifc*ie&^ -im&u rnvkftL izmm* Mmmz-smisX^T*}*^. 

MMfflfcl/Tli, M^.«^nbfl/>y 

R&JS^Rf, SLftSW, £^fc#J (iiH h-*) , 

1 0 ffiSEft 5 !* 11-3019511 
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[0 0 16] 
[0 0 17] 

>y>f ^ — 2 — ;fc;i/3tf3r1?-5 K. 2i&^i& Offc-&*A) IC £ & 

1 . 

■GluRlafeJ:tf«GlaR5a€:»3KS-efcNIH3T3||IIJBtt, 10 X aS^ffl&je^lfiHi, 10 
0 units/ml. 0.1 ng/ml streptomycin sulfate£:-g-t?DMEMTf£# L £:„ mGluR2, 

R4, R6^^m7^mm^at^ommt. 10 % m^fm^skm. 100 units/mi, 

0.1 mg/ml streptomycin sulfate, 2 mM^Ol/ # ^ > £-g-t?DMEM-??ig# I, 

Gaosft* ji t/ * ummmfc) 

*naR5a&ft^U&IHl&£:Jg$[ (Nature 383 , 89-92, 1996) IC^oT, 

(*^77f-yM;S'h- J n/ (pi) fln*#fl¥SH£) 

3H-inositolfea&e>3^C«&flt»;a&*-&fcBGluRlo^3Sj|!|IIlfiS:fflV>, (Natur 
e 383 , 89-92, 1996) IC^o T** 7 7 ^ ^Vl/-f 7 h - Jl<Z>M7kfi-M$:ffl%. b 

(MP^cAMPM^) 

mGluR2, R6£J:tm£#ggiLfcM£JgV^ (Neuron, 8, 169-179, 1992 

) tC^oT, IBMX^TT^^-^^n U >$rj^^(OcAMPil^i$:cAMPM^^ry b 

1 1 mSE#¥ 11-3019511 
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[0 0 18] 

SSE^ (J. Pharmacol. Exp. Thr. 276 , 84-92, 1996) KlfifeVK Fischer-344^ 
==rv htf>£MCA£*A»gU *(D5ft& J: y >fb^A&6 mg/3 ml/kg/hOfi^* 

„ 2,3,5-triphenyltetrazolium hydrochloride (TTC)^!& L, tt£{M8&& 
[0 0 19] 

mm 

1. 

bG1uR2, R6fcJ:tmjC>tfLTtt, ft<&«A100*iM*T?7:J— * h1£. 7>#:* 
Htfc*lCS«>e>*l«;}^ofe. n>GluR5lC*f LTte, ^-^^AlO^M^-er^T 

Gt^Tik&ysAit* #?$hU\f vVVft**- h <Z){fi(7)Group (Group II&tfGro 

upin) iztt?&ttm*mzte^ztitftiEmznr~o 

nG luRl a iZtt 1/ T li, 0 1 tCj^Ufc <fce»lC 100AtM<Oy;i/^ 5 >^T'/LJiLfe 
Plii&fflit^^lCiil, -e©IC 50 'filtt24 nM-e&ofco 

[0 0 2 0] 
2. jeSSjUUHflsft 

, *flw¥^ (Hemisphere) fe<kt>^M^® (Cortex) iCfeV^. -€-*l-e*l29%;J3 
<fctf365&-e&o£:o 

[0 0 2 1] 

6 -7$ y -N-S/* O^^PS/;i/-N, 3 -Ptm^yJU [3, 2-a]/< 

1 2 ffiSE^^ 11-3019511 
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N-Z/2 W\3ri/)l-N, 3 -5?* 7 1/D [3, 2 - a ] !/>f ^ £V 

2 -^j;V^3p^5 p ( 5 35 g ) ©THF (80ml) ( 

3 0ml) ^?£{c^T, t Fn-^.n/^T^ hthUf^ (12. 5 g) 

t (50ml) fciDATHfiKT 1 2H#rajR#bfc. ft V*T?i*UC»SLS* (10 

ml) &iH^.Tl«FMiD*HRS6L/fe. &V\Tfi*£ET, THF, ;* # 7 

U itl&*-e#3Kl/feft, 2 8%7> ; E-7^K"etf J 5fDL/7£: 0 »»:n^/l/Taiffl 

= 20 : 1) t?»ihu 2t>izzn*M.mm.tLf^ ; -j^-mm^u 
£vu*s&-tz>z.i:iz£vmm<Dit&w (3. 78 g ) ^n^^ixffe 

o 

NMR (DMSO-d 6 , TMS{*f3P^*i) 

5 :8.11(d,lH) ,7.84(d,lH) ,7.41(dd,lH) ,4. 20-5.75 (br) ,3. 80-4.20 (br,lH) , 

2. 94(s, 3H), 2. 71 (s,3H),l. 50-1. 85(m,7H), 1-22-1. 40(m,2H), 1-02-1. 18 ( 

m,lH). 
MS(FAB):343(M+1). 

[0 0 2 2] 

*&miz i tut, wemmtfiftm z^tititmtmmm zwm-t l 

[0 0 2 3] 

[01] Ei itmGiuRiaizM-t^it^mAfDmmii^FSM^mizBt^o^ 

[02] B2«fb^fcA«:##Lfc|g©*||Hf E « (Hemisphere) , :*Fh£® (Co 
rtex) %.X$m0kfo (striatum) lz fel^ISlMS: 3 > h U J±gj L £ t> 
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